A (mtTFA) and indirect role via up-regulation of the p53R2 expression [2] [3] [4] . Recently more than 6 kinds of P53 isoform have been reported and they played the different role in DNA repair pathways, cell-cycle checkpoints and cell apoptosis 5 . P53 and its different p53 isoforms play what kind of role in mitochondrial toxicity induced by NRTIs is unclear. In this study, we identified the role of wild type p53 and its isoforms (N40P53 and N133P53) in mitochondrial toxicity induced by AZT and oxidative stress. In this study we treated the A549 p53+/+, H1299 N40 P53+/+, H1299 N133P53+/+ and H1299 P53-/-cell lines with 5 to 200 μM AZT for 12 hours for studying cell death and the expression of p53R2, p21 and bax via p53R2 (Bax, P21) pGL3-Luciferase reporter gene assay, real-time PCR and Western Blotting; treated cells with 30uμM AZT for 5 weeks, 10 weeks and 1μM H2O2 for 1 hour/week to study the mtDNA mutation, mtDNA deletion and mitochondrial toxicity. The cells were treated with p53R2 interference RNA to study the p53R2 how regulated the DNA Pol γ capability. The result showed that A549 p53+/+ cell death is more sensitive to high concentration of AZT. The increased cell death was detected from 120 uM of AZT and more that 80% cell were into apaotosis in 2000 μM AZT. But other three cell lines have strong tolerance to AZT toxicity. They are only less than 10% cell death in 2000 μM AZT. The results from report gene assay and real-time PCR assay suggested that wild type p53, N40 P53, N133P53 played different role in p53R2, P21 and Bax promoters. All of wild type and isoform P53 up-regulated the p53R2 expression, but isoform P53 played a domain negative regulation in Bax expression. The p21 expression was co-stimulated by wilde-type P53 and N40, N133P53. D-loop of mtDNA mutation and mtDNA quatitiy assay showed that A549 p53+/+ cell has lower mtDNA mutation rate and almost no mtDNA loss following 5 weeks AZT stress. N40 P53,N133P53 cells have lower mtDNA mutation too, but mtDNA loss is significant higher than that in A549 P53 +/+ cells. H1299 P53 null cells has higher mtDNA mutation rate and mtDNA loss than that in wild-type P53 and N40 P53, N133P53 isoform cells. Conclusion: Both wild type and N40 P53,N133P53 isoform p53 play protect role in AZT induced mitochondrial toxicity. The P53R2 would be involved in the centrol molecular pathway of p53 reduced mtDNA mutation and mtDNA loss induced by AZT PP-146 Incidence and characterization of acute HIV-1 infection among high-risk self-identified men who have sex with men in Beijing, China HIV test was positive and blood culture grew Crytococcus Neoformans. CD4 was 45 cells/ml and viral load (VL) 800,000 copies/ml. Chest CT revealed hilar lymphadenopathy and RLL lesion. Few weeks into treatment with Amphotericin B and subsequently Fluconazole, combination antiretroviral therapy (CART) was added to PCP and MAC prophylaxis. After 4 weeks, he presented with fever and cervical lymphadenopathy. CD4 was 322, VL 80,000. Bronchial washing showed Cryptococcus and MAC. Amphotericin B, Rifabutin, Ethambutol and Azithromycin were started. One month later fever and lymphadenopathy continued. Biopsy of a node showed necrotizing granuloma due to MAC. IRIS with Disseminated MAC was diagnosed and considering progressive
